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KJ 111 ^ Tit /:5C <^ CD 'S? o 

[ 0 0 4 7 1 

i:*-'b'5rS. C C IcieiK-t^^lKtt^^ N* n JF^fiK'|±®!JiJ t LTtt. i^J^lJ. 

7 u >y N WO 9 4 0 6 4 1 4 . S^^^•> ^ U -y H WOO 1 1 04 6 6 . a ^ > 7 u >y h WOO 1 7 8 6 8 6 . S^^^' 

> 7 U -y h W02 0 03 0 4 1 6 5 6 . * S > 7 U -y K US 6 4 3 6 4 4 U * S ^n* > "7 U -y h US6 5 6 2 3 7 5 . * 
m^oy -y h US 2 0 0 3 0 2 0 3 0 2 4 . 7 1. -y K US 2 0 0 4 0 0 9 1 5 2 8 V tc sfitK ^ tl /c t <?> ^ ^ 

tf s c i: . zn'hit^m^m<^\H^izn%^ m , 

[ 0 0 4 8] 

m^lt. yfs ') L y ^ ^- >i (iSn^n^ P E G 6 0 0 0 ^ ( B «g M ) ) . * V 
^ ^i. f n 'J K > ( ^ D°D ^ P V P K 3 0 B A S F ) . D - V e K - ;U . ^ >- h 

- ^<?>^iT 3 - . j^l^^N K n r^l.ff^B!^^5>^i|^M (^J;cti^^«2 0 07Ji>i± 
<7)ts')J^^\.y:t^-^^\^ (PEO) (iSD'i.^Polyox WSR-303 (^^^TB. : 7 
0 0 7J. ttJ^ :7500-10000cps(l %*^S?r2 5 'C ) ^) ) ^) . SlC'£^g 

[ 0 0 4 9 1 

#lcWLT. 5-80 W/W%. «f*L<li5-6 0 W/W%igS. ^ K n Y^lMfi^ 
tt^^^l^M** 10-95 W/W%. ^ff*L<li 15-90 W/W%. HfeH-^fb^;^ 
Z^f/* ^clifS^feHziiffb^fc'. 1-20 W/W%. *f*L<ti3-l 5 W/W%T-*>^. 
[ 0 0 5 0 1 

K a Y>imm,m^^fif!3'MRz/u:^'\immtcom'^it^^nh<7>m^m<7)m-miz j: o @ iic 

[ 0 0 5 1 1 

(B) mmB^^y-y'mmm : 

-5>^t>/S t . ^-y ^ -;S i: 6-'b^-2,-Ji^^J±*il=iTlc. 7K^51>5l5?&f*:iiS3i-t'S 3b* 

'Sr-S t!JiijT-*>^o ^^^tcttt!llPJl^g|5i:31-gUIltti:^Ji^$ ^ ^ fz db <7) ^J^- tj: < i: ^^o<;) 
^Jf^M^jlO (drug delivery ori(ice) ^g:ltTv>S, L/i**oT. # > "/MiliSJ 

asff fpfflic J; ►) . mmijmmmmn'kmLx . m^j:^ i>Hi§.^^-t^mm.iz)s\^xi,^ 
m^izM*) -^<^mmx'i^mfo\zmti!,$fi^ t 7 mm-^m lx\^^, 

[ 0 0 5 2 1 

^SUiUtcov^Tli. -^t^T^^x (Santus) t-^-^- (Baker) Iftlf p ^ ^ t ^ -y • 
H 7 yr-T^* :t - Utf^— •;*--:^--y'-''N'-7^>'h • •;5'7^^ — (Osmotic drug 

delivery: a review ol the patent literature) J. — -^-'i'*:*"7^'3>ha — 
H • '} 'J-X (Journal ol Controlled Release) . 35. p. 1 - 2 1 . ( 1 9 9 5 ) \zm^^flX 



. 9 16. 899^Bfl,^», ^giTfl^mS . 995. 631-^Bfl0». *g!f#fp^4. 0 
0 8. 719 -^B^lffl*. *aiRffFm4 > 111. 2 0 2 ^B^IfflS. 7(^S!^fF^4 .160 

. 0 2 o-^B^$iH*. ^mn^m4 . 327. 72 s^b^sb*. ^m^^^m^ . 519. s 
0 1 -^B^iiB». *S!rtfFm 4 . 5 7 8, 0 7 5 ^Bnmm. ^mnnm4 , e 8 1 . 583 
^mmm. Mmnff-ms . 019. 397 "^mmm-jku^mnffm 5 . 155. s 5 0 ^ 

[ 0 0 5 3 1 

n — X. f^^fl^lCti. t K a ^ 7* d f X ^ ;u -h ;U n — ^/^ M SlJ <^ -S^gj'tt ^ ± 

^ -tt -5rc4^lc|^Ti5(5i^^* 7. 0 0 0 -^7 5. 0 0 0<7)vt; ( tf-^n^a 'j K >) #^#t? C i: )b*T- 

^<;5H^lc J: 0 t^^tl^jb*. ^il^HcoSMlcttL 4 0 — 9 0 W/W%T-*> -5 c 
[ 0 0 5 4 ] 

Klci o Tn^^ tl-5!&¥±9^>^«l. 0 0 0.00 0-^ 1 5.0 0 0. 0 0 0iOlS[¥t9 
^^tlSi?*, 1^J;cl^3 Omg W±T-*> 0 . *f ^ L < tt5 Omglil±T-^^, IC^SiJ^li^' 

V !y ^mcommizn L 4 o~8 o w/w%t ^ , 

I 0 0 5 5 1 

fflv^ 'bn^mjgjisy t txii. m^^rzit'^<r>mm^mizf^B^mM-^^^-t?,mifsm 
tif ^m<^m:fj<r>m ^iz^^ fix K^x^ ^ < . ^mm-^A^LxmMRt3mt:^'t^<r> 
x^n itm \zmm^ fi-^j:^^. ij- ^ mm&m t lxh. Uit-)- h ^ umij-hmn^firz 
-m^rz\i-m\:^jL±.<r)m^^u^^^^\tmmut)^mi^'hfi^, m^^^n^ mmRM <r>m'^m. 
It. y V ~> ^mmaizM Lx i 5 ~ 4 0 w/w%t- ^ , 

[ 0 0 5 6 ] 

¥3g'l4.t; v-rcov^Tli. *aJNfl1^m 4. 0 7 7 , 4 0 7-^fcie«£^ tiTfe *) . 
li3i>-^'f^'a-<.^'fT - :tx';v— ••<^--fx>X«-r>K ••r'^^ax— (Encycl 

opedia ol Polymer Science and Technology) ^3#. ^ 3 2 5~ 3 5 4H ( 1 9 6 4^) , y 9 

— :z: > X . 'J -y >- -^^ — X ?± ( ! n » e r s c i e n c e Publishers Inc.) . — ^ — 3 — ^ ^ 
NY'JfK izmWi<^:^'&\z ^ -^fi^L . A^-f ^ Z tt^X'B ^, ffl n # -J v - <7)ie^ 

-^-tc t<7ymy§'\tiimMmiz^mm'\ttx^ ^&x3hnit!^^izmm^ n^^\,^i}^. n^L 
< itmmmRui^ V > ^ ^j: ^-mmm^ -r<Dmm.\zn lx . 6 ~ 2 o w/w%t^> *> . 

$ <hiziif^L < liS^ 1 8 W/W%T' 3f> ?> , 
[ 0 0 5 7 ] 

6 4 Bfl ^ » # ^ # % IC ®| it Dp ftl T- -5 , 
[ 0 0 5 81 



w- "J Rt <r> o o HL □ m N tr 'i^ V x — , tm i\> m ^ t'- m <^ < id. ^ j_ jKii »-'/-: ^ twv ^ B-t- oci; c >i l 

[ 0 0 5 9 ] 

(c) mw:<r>:^u-^m'^ii:rzYJimm 

\zm--'rxj^m:^u^mm^ z t /)*T'§ =E t>- h ^j: ^ '^.m^mmm t . mx.it 
mm. ^m-r Ji ^ - Ji . ^rzit^n>h(7y'i^^mt)^hmn$ii^^m'\^^j:^mMt. 
mmmi}*mm.'mi^\z^^ ii^miz^i^^^j: < t ^m2mm\zibrz ')mffa<7)'^.m'\i'k^-x.^rzdb 
<r>mm^\zfi-m^m^j::^m^<^:^'f-:t>'\^^mmtt}-h^j:^o rmfn.mi^ } \zit. sk^^ 

[ 0 0 6 0 ] 

*S!ff fFm 4, 9 9 4. 2 76^B^ffl». ^i^gitf fFMS. 1 2 8. 1 4 3^BB.1fflS . ^/^Df^Rg^^fP^S, 1 35, / 5 
[ 0 0 6 1 ] 

'i^'\i.^mmtn\zmm<^w]'^X'^m'&^L. (2) zfihrn-^o^-^mmmiL . (s) itJ^iL 
fcMii^^j^L. ^LT (4) ^mLrzmn-^m^Lxmm'tim'%-&^'t^'^.WLitm 
mm^^mrz'^. z<7)'^.wii'i^mrfm'^ (5) mm^rzu^comm^mizff^B^ n^utmz 
mnL. (6) ^ c /zMii^^jt* L . /Xtc. (7) -^i^iimmm im^it. mnm) -^n^^. 

I^a^il^^. )X\z mx.lt (8) ^UtcJE^fiK^-t 
[ 0 0 6 2 ] 

S-fl^:5^c^Sji^ffl^-t± i: LT . T-^^t^^WJ L T ^ > 5^ > A & Df f * ^ 
-*^50 W/W%ie^L. ^ hlz r*>§tt^^^>'l45i5#»'J J LTEfei&^^i^ ^ '^z^^*'9l0 W/ 

[ 0 0 6 3 ] 

i,z t\z^*) . mm.<Dmihmm.'k^-t^'^^M'\tmm<7)mmi}'''5smiztj:^, 

[ 0 0 6 4 ] 

(D) mH^iisizmm.^ firzmm^.R^Wiiiimwm t-h-^j:^ ^m^mm 
1) . 

b) m-mizmmL. f-tb'i^db^firzmmi'iiz^my^^mW'&Wiiii't^^^izWLs^^firz 
. m^^rzit^<^mm^B\zffB^ii^M otfmizitmmu) ^^^^sm— n (Ji2) 

[0 0 6 5 ] 
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tc#*Lfc (HI) j^z/f (US) T-ftAjAtpz tiz^*) . mmmmi}^h<7>m'K^<^mt^imm'^ 

. (.m\) xii (mi) <^'M-^j: < t ij-ijt}^^.mizm^ Lrz^. isjtitc (112) -t 
^j: t^^mmmm.fi^m<^i^mt>-m l < m^-t ^ z t\z ^ ^ . mmmfi$.mii ^ *) ^mmn\zt 

[ 0 0 6 6 1 

n ^ v 7* n f ;u > 9^ -b n — X ^<;> 7K)§'I4 -fe^un — X^ip-f^^ir l-f>hti. iff S L < 
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l±20'-80W/W%T'*>S, (J12) cOTK^Stt* 'J v-tfOie^filJ. <?)milc?t Liil^S-gOW 
/W%T*> 0 . if t L < ttlG-gSW/WXT-^b-So 
[ 0 0 6 7 ] 

^m) li. s#£^^<?>^3Uft;^vsic =): ►) tuiii-^. c h **T-# ^mn<^^Mit. mx.it 

[ 0 0 6 81 
[ 0 0 6 9 1 

(E) mmitm^^-km\>-^rzwni^^mm 

<7> 7f. -7 - ti^ ^ ^j: ^ o 1}^ ^ '} -7 - It . m ^ iz^rzitWi-^^xm^^^ z t t-'XB 

m'^^wc'\±mmmMmmi^it. mx.it^m!^f^-m^<i^^^ ^n^mmm. *s«fFm5, 972. 3 

89¥BH^». TitS^f fF^S, 5 8 2. 8 3 7-^BH*ffl». * g tff fpm 5 . 0 0 7 , 7 9 0 ^ iclfi® ^ tlT 

[ 0 0 7 0 1 

^.m'^mmmM t Lxit. mx.itmm. ni^. 9 -zri^ ^ \^ $^rzit:^^'t^i^\zif^n'^m 
^j:nj-^^i^mm^m\zff-B^ii^mnmwmmm.mmt Lxmm^n^o m&*f $ uv^is 

-b ^HC ^ ^ -It ^ (?) T* i> -6 o 
[ 0 0 7 1 1 

:^^^fetcj;»). li^tfos^. m^Rx/mmnwiiz ^ -^xm^a-t ^ z ti)^x^ ^, m^it. m 
M^j:&ntm\'^^&.mm&m. mm^rzitiimfi^mt^mi-fhfi^, Bmit^ri^mizit. mn 

[ 0 0 7 21 

m^Lrz^mm.^<^&m^j:m.^-^ t txit. r^<^m.i^m\zmm~t ^m^^mco:i^m'\i.<7y 
# 'J V - J t Lxmm.^i^^'f-mmi, 000. ooo~;^'9 7. 000. oooc^^iBHi^^^-t * v u 

> K ^^«Cttl^fflfi^i|^^afilcxt LT^'3 9 0 -*'3 97W/W%. j^^fvtiRgiJJ i: L 

t /,*#lf tK-SI^* M ^-^^J;t lJ2llie^-r -Siffl^-it L-C a. ^ 9 0 0. 0 0 0 



/fj ( . U U U . U U U W ltd 1'^ ^ ^ -|- J.,; yj- J m. 7L f=i 1 V -■- V" ^ -\ I ■\ P <- L M ^ 4 /O y'J>v 

vg-iftiiLT. f-^7)i^S*'.|^3'^,^'9 1 0. 0 0 0 c p ^ "t ■& t H n J?- >- -/ a f > ^ -b a - 
[ 0 0 7 3 ] 

[ 0 0 7 4 ] 

(F) 7K>§'tt^:5>T^fflv^fc^ N 'J -7 xMS'J 

TK-S'li^^^ ^ ffl rz^ h ') V ^ T^^^l a t H a ^ >- -7' a fc- > ^ -b a - J: 7 
^r^Kv^'lt^K v-^gljic^i|^i?*±5-lc5>ic LT 1^-5 ^JK '14 

.t; 'i v-tfoai: LTliMSUmiS^/:: 0 5 ~ 9 5 W/W%T-*> ►) . ^ * L < li 1 0 ~90 W/W%T-*> 
►) . ^ ^ iciff * L < aSO ~ 85 W/W%T-*>^o 
[ 0 0 7 5 1 

[ 0 0 7 6 ] 

[ 0 0 7 7 1 

[ 0 0 7 8 1 

(G) mmruWLmmm-^ v ^) v ^ T^mm 

LtzWM^mmui^mnwx'Sh^, m-^ v ^) v ^ 7.mm\t . s^^>^m 2 0 0 3/0 4 l 6 5 6-^^^• 

[ 0 0 7 9 ] 

mici^SLfc^^5i'T^#*t--5 c 1 . n\zm^\t^n-^j:\.^i}^. n\ziif-iLV\.^%mn 

--i-yikumm^^^v^i^-^^tso J: •) iff $ L < li . .ts 'J T ^ t 
^, 

[ 0 0 8 01 

n r^^fl$/J^^^^ C t . CtllCj:»). ^ BH Sy 21J ij* ^ ^ 7i f b IC ^{i 7 

mitm<r)^mmm\zm^h zht^X'^ . mitmru. -ttiif^%f^m\z3\m^ ^ i^x-crym. 

^i)-iri'yi-j:h-n^<^mV^-km^-f^Zh1)^X'^^^^\ztii^. mz.\t. l%7K^Sv& (2 5'Clc 
*J tt ) <?> *A S ft* 1 0 0 0 c p s J;lJi<^ S Jb*iff ic^^Lv^, m^i-^^o !ff 14 ti^<?)5^Taicfi5<?^ 

ft»2 0 07j . J: O $f * L < li 4 0 07Jlil±<^t<?))l7'tff * L\,^, 
[ 0 0 8 1 ] 
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[ 0 0 8 2 ] 

c t **T'§ -5, 
[ 0 0 8 3 1 

;^Dfis>s^>5^^£ji-t^o ^fz. n\z%m¥L<^m'^mm^mn\^rzm^\z\t'^\zm=ikiku 
, i^&oT. ft ❖cT^^^.icff -7 . $>^\.^\tmm^^m\zmm-t ^umikumm.^^^. ^h\z\t 

i: m * -6 c 

[ 0 0 8 4 ] 

2|s^b;j^^]5£i5ijic J: ^ h\zmm\zm.m't ^ o ^^m\tzfih^mM\zm'&^n^\><DX' 

[^Sfei?iJ] 
[ 0 0 8 5 1 

1 

^tU\z^9t'SU\x\l^ 

fb^ij^ASTB^I^S-^ (^S£15IJ 1 ) i: fb^it^A^^tta Lf::SigJEvt;> 7- (Alzet mini-osrao 
tic pump 2 0 0 1 D, 8=l/h. Iday: DURECT Co r po r a t i on) ^ TtIM ic J: ^ tt^S^ (^SfefJ 

[ 0 0 8 6 1 

^S^lciiSI't4BaIb/c-7'!7 x^fflv^/z, 
^]!&#J 1 l^TBSit^-^ 

it-^mAXt 1. 3. 10. 30;^2/100mg/5mli:5rSJ:7 Ic ^II^Jg^Kfi^fil L 
. SaSm 1 gi^«'?R^»gP^Ttc^-^L/!:, ^JsJ^^f SJft^j-^MtJft^il^A^-^ii. 

1 0 . 2 0 . 3 0. A oTkub 0 ^mzm'&'^rzo ^'^if^mit^^ I 0 ^ 

[ 0 0 8 7 ] 

it^mAltO. 625. 1. 25. 2. 5. 5. 0. 10;^tf20mg/200Mli:^ 
^ J: 7 lc^tII^Jg?f<T>^^^ L . S]gJBE*> (Al zet mini-osmoti c pump 2 0 0 ID. 8 
Ml/h. Iday. DURECT Corporat ion) tc*^ 200^1 0*0 
Lf-, I|]*>.^tl^*tl0. 025. 0. 05. 0. 1. 0. 2. 0. 4. 0. 8mg/h 
(^mi^X'^H-Ltz. ::sL=f- >i ^~ n- >i\z ^ ^mm'^m\^rz-^ ^ X^^^gU^^^^'^I 5mmW 
^ L^Tlcit:^i|^A5tti'^^vSMff Lfc^H^ Lfco i# i« i: « i& ^^i- >5 » 

^vTli*> -^tlMiEHU^^^S^- 3 2 it^ ^T^^fl^lcpJS L /c, ir >i - ^ ^ m^^mum't^ 

[ 0 0 8 81 



i-U *X [;'J i C- /i^ c ^ /X <- ^ / <X. I )"T WU ^ 

ti-a7:7'i.f>liO. 039. 0. 078. 0. 1 6 RU 0 . 31mg/200Mli:=5r^ 
<J:7lc. *fe-bt^>';>iiO. 16. 0. 31. 0. 63;^V1. 3mg/200Mlt 

J: 7 Ic^il^igTKT-vgftP L . >13gJEE;K> 7" (Alzet mini-osmotic pump 2 0 0 1 D. 
8 n I Xh . Iday.DURECT Corporation) lc,^'9 200Ml-:>*-:55t 
irSLfcolP*). 0. 00156. 0. 00312. 0. 0064. 0. 0124mg/'h 
(fa;^;uf>).:^^0. 0064. 0. 0124. 0. 0252. 0. 05mg/'h 

Urc^igl-^ L/i, iSjRi:vl^5«:5i>>5«;^^/f^vTtt*>-/tIMitfirj)t)-^S-^3 2^^tT-?gi^ 
[ 0 0 8 9 ] 

ti ^- ti <^ iij ^ vi ^ T ic ^ -t o 

a ) iH . m Pj S 

■^'y :^rmm^mm[H\zWAL. '^^Lrz^^<7)^^tm\^Lm'm.m.tLrzo wi^f^^t- 

[ 0 0 9 0 ] 

't7^-x 5^ ; - 'im-^RU 5 0 m g/m 1 t='> ^ ;U :4- ^HfrgiS^ 2 0^1 ^ 

( A U C ) Lfzo 
[ 0 0 9 1 ] 

c ) ^ ffl Si :r >u - ^ > flfe }^ ^ ^ * pj ^ 

fla^ft>^Df±iMv-;^-T-*>^ (ODC) v$'l±ti51-^v£^fl&ic jjv^T 

m.m<^M&RU^'SmtiE<r>:^m'&^'tmi}^^^ilX\.^?>ini]ssott bo et al. 1990. Act 
a. Physiol Scand 140. 105-109: Yoshinaga K et al. 1996. Ann Surg 224 139-144: Li 
n CH et al. 1 9 9 7 . J Pediatr Gastroenterol Nutr 2 4 1 8-2 4: Blurae GB et al.mS, Bi 
ochem Biophys Res Coramun 1 3 2 1 1 8- 1 2 5 )o J; o T . ^^'Sm<^ mmi^MRU^miz O D 

ODC v^tt^iij^-r ^ ztiz^*) ^mm\z j^^mm.m<7y'i^'\^itm'knmLrzo 

[ 0 0 9 2 ] 

0 D C>§'l±liL-lk-:*-^U-^>*-'b^fiK^ tlS ^H02&'&^m tLfzo 

V y T — (0 . lmM:3z^u>i^-T$>ESi&. 0. 4mMf';H^-^'U'>'>^. 5mM 
i^' ^Ti-^l -i >i]kU 0 . 1% Brii 35'^^#t?2 5mMK -J ( p H 7 

. 4 ) 4^ T- * -v 5^ - M * t ^ ^ - ^ ffl T * t >-* ^ X L . ^ h\zA°C. 15. 00 
0 g T3 0 :^3i'l>L. ±vt^^^J«i: L/c. 5^ > ^n* ^ Sil)^^ 2 . 5mg/mnci^ 

mLTzU^'ik^ 0 0 n nci oom i (T^mnm'^ i2> o o t^u ^--t >i - =f-iyRifb =z 

mi]^'^^ ^ z hX-m^tmn-^Rm^ ^ . l O O ^ l <^2M H2S04^^^nic 0 ixP5^<¥± 
^ ^tz. Km\z ^ L/C 'U02li 7^-7 ^ 'V 9 - \z L ?^ Z ^ Tz \ 50m 1^?>1N 

3 > ;^t7> 5'-(c-CPJSLfc. -iiJS'^«)t?^'b^mv$'t± (praol 1 H02/mg 5^ > ^ M/l^^ ) 

[ 0 0 9 3 1 



[ 0 0 9 4 1 

fz. n-^<^ I 0 ^mzis^-^x . ms\-^s3izmM.^j:i[:'^mA\z^^mmRz/m-^<7y^'Sikm 

It I OmgXk g<r>^^-m\zii\.^xmfi^^firz. ^fz. 3 0 m g/k g coS-^ST. ^H- 

^m\zmM^j:<t'^mA\zx^^r^ij^mdb^firz. -t^:*5*>. it^mAitmi&Rum^^'s 
umm^'Sis^m-kmfi^Lrzz t t^mm^firzo 

[ 0 0 9 5 ] 

tcck ^^'Si^mi^miti3ii^m^ trz. wjim^j:m^&Rz/mmmt-'hm&Lrzit^mA\z 
^^mmtmmm<^n:^\zpi't^^mis.mi^mit. 2. bm g\d±<^i^^mxmm^^m 
izitLxmm^tf^iz^Mtcm-^^sLrzo ^ rz z <r) ^^si&mi^ m a bmsxiSii^^miKt^j: 0 
. I omg\zis\.^x^^cr,i^m^^.f^itmn$nx\,^rz, ^ ^iz. u^.^ y^Bi^i'fmm 

tcoefe^tfoffi-glc t Mi:>'b-f (Kikuchi K et al. 1 9 8 7. Biochein Biophys Res Com 44 

1161-116 6) . -fb^^Aff ^s-^tc ^ *) Wffi'fm'^^^'fm'i^tmm<^^'s-ki^m^^m 
MT-oDcv^tt/Lii. w^Bmrnmrni^m . -^^mti^xB ^ z t-^^dbx ^iHLfzo i^rzz 

ttxCiif^ffl ^ a ^ i!?Mc ^ <M^:0 ^: ^ <^T'*> o 
[ 0 0 9 6 ] 

ft:^4^A<?>l^vTl£itf¥fflli 1 Omg * T-<7)S:4-MT-|IS*s? ^ ^ii L T ^ < f&y> ^ ti-f . S 

vTiaii^ ir4f ^ L < ^vM^ffl^f^if-r -i. C t ii-'m ^i3- t^j: fzo 
[ 0 0 9 7 ] 

3) ii'uijJih^yRZ/^t::^^) y^mmn4- (It^fJ 1 . mSRUA) 

i^-x3:fj,ii^y^rnmi^^\z^^m-:^^?:Lizmr¥mitQ . i e ^nsx-m^t-^j: *) . o. 

3 I m sXltM^j: ^ ^WHmhtLh-^jit}^ ^ fz. S ^^j^-T 2 ^<^S-^M 

^rft-o/i, — :^Bfl lb fe-'Sr^vf i£51fFffl a 0 . 3 I m g iz isK^XV^db hfifz z t ii- h . f n 

t f}^m<hi}^ t^ji^fz, 
[ 0 0 9 8 ] 

-fe e > V >^TJf i^^-^Jc*?v^T li. 0. 6 3 m g T-^Sif S-^g^lcttLT^m'SriffiJfe^ 



i; V P3 V O >— <- Id. uj 'd. w- o /w o 'd. -v: c_ ^ v v > nsK /Hu flCJ /a L Jffi I h m »di x :ft 

vfm&X'3h^i. 2 5mg \zis\,^x^mm^n^j:fj-^rz. 

[ 0 0 9 9 1 
[01001 



sTfiDi-iSH 















1 


1 


1 


1 


1 




lmg/kg 


1.5 = 0.10 


1.3 = 0,11 








3mg/kg 


1.8 = 0.13 


].4±0.15 






0.69 ±0.1 9 


lOmg/kg 


3.3±1.1 


2.2 ±0.25 


0.71 ±0.05 


0,99 ±0.24 


1.3 = 0.20 




30mg/kg « 




0.72 ±0.11 


2.2 ±0.43 

n 


2.0±0.19 




i 

lOOmg/'kg ; 

i. 




2.8 = 0.72 
(*) 


2.3 ±0.07 

n 


2,2±0.17 



:p<0.05, ♦•:p<0.01^ •*» : p<0.001 ^Sft^jk^-T^^S;?:. y^ yhUi) 



[01011 



■MB 





mm i 1 


1 


1 


1 


1 




0.63nig 


0.84±0.1l 


1.3 ±0.11 




0.85 ±0.06 




1.25mg 


l.4±0.11 


1.3 + 0.01 


1.56 ±0.33 


3.3 ±1.2 


0.84 ±0.06 


so- 


2.5mg 


2,1 ±0.13 


1.9±0,10 


6.9 ±2.3 

n 


6.7 = 0.90 


0.89 ±0.05 




5ing 


2.8-10.21 
(***) 


2.3 ±0.08 
(***) 


9.6 ±1.8 


9.2 ±1.4 


0.88 = 0.05 




lOmg 




3.4 ±0.35 


1.6 = 0.08 
^***^ 


9.8 ±2.6 
^***^ 


7.1 ±1.2 


0.90 = 0.04 




20mg 


1.9 = 0.13 
(*) 


0.95 ±0.06 


0.39 ±0.27 


0.12 = 0.09 


1.7±0.07 



•:p<0.05. **:p<0.01. 



: p<o.ooi (mm& imizM-t^^Mm, -y h m 



0. 025. 0. 05. 0. 1. 0. 2. 0. 4. 0. 8mg/h 
[0102] 









)i?<aiiflait9® 










1 


1 


1 


1 


1 


0.039mg 


1.1 ±0.04 


0.81=0.02 






1.1+0,10 


0.078mg 


1.5 ±0.08 


1.1 ±0.13 






1.2+0.07 


0.1 6mg 


2.9 ±0.14 
(***) 


1.1 ±0.14 


0.42 + 0.06 


1.4 + 0.33 


1.2 ±0.03 


0.3 Img 


2.8 ±0.24 
(***) 


1.1 ±0.12 


1 2.0 ±0.28 

1.1+0,20 

(*) 


1.4 ±0.08 
(**) 



•:p<0.05. **:p<0.01, *** : p<0.001 (rgiiHS^^PJC^fl-r-SW^S-*:. y^y biH) 



0. 00156. 0. 00312. 0. 0064. 0. 0124mg/h 



i \J 1 \J O i 

m±mmmm 





mm 


mm 


mmm \ mm 




st-ftfiisn 















S'i- 


mm 


1 


1 


1 


1 


I 


0.16mg 


0.98±0.10 


1.3 ±0.05 






1.2 ±0.07 


0.31mg 


1.0±0.12 


1.1 ±0.09 






1.2 + 0.10 


0.63mg 


1.5±0.11 
(*) 


1.4 + 0.18 


0.87 + 0.05 


1.4 + 0.28 


1.4±0.I6 




1.25mg 


1.7±0.17 


1.3 + 0.04 


0.45 + 0.12 


1.3 + 0.70 


1,6 + 0.16 


• :p<0.05. *• :p<0.01, (miH^i 





• ^^H-m^^H-m^X-m-t ii\:Xy <Ty ^ 7 1^5: -2,0 
0. 0064. 0. 0124. 0. 0252. 0. 05mg/h 

[0 1 0 4] 

Lfzo 

^^^itiifmm^km^i.tzo 

^vTij 1 om&^H-mx' \m\z. e om&^^-mx-M Qm^b rnxuib^n 
tzo *4 \tz<7>m^X'mhin.rzmmti^ ''^ .-'-^-^^-t. 

[01051 

^5. i\i^mA^^-m<^^\^n^^iLhtb 





0 mg 


5 mg 


lOmg 


20 mg 


40 mg 


60 mg 




12 


6 


6 


6 


6 


6 




0 


0 


2 


2 


6 


5 




0 


0 


1 


0 


0 


5 



^6 . ^^mnt^^Lrzm(^sss.m^it'^mA<7ymmti^sd^<^ >- 5^- 



JUS 


mm 


Cmax 


Tmax 


AUCo-co 


Tl/2 


(mg) 




(ng/ml) 


(hr) 


(ng/hr/ml) 


(hr) 


5 


6 


19.8±5.2 


1.5 + 0.55 


117.6±41.5 


3.89 ±0.81 


10 


6 


35.3+10.5 


1.17±0.41 


180.5 ±77.6 


3.42 + 0.67 


20 


6 


68.1 + 13.0 


2.00 + 0.63 


410.1 ±106.8 


3.88 ±0.67 


40 


6 


151.0 + 24.1 


1.67 ±0.82 


1,010.1 ±323.2 


3.78 ±0.59 


60 


5 


266.0 ±25.2 


1.60 ±0.55 


1,482.3 ±371.1 


3.20 ±0.79 



[0107] 

t ^ >i y V ^n^U\zxm.%9 . 5mmX9. 5 R<^t^^m v» . |T^i± 1 0 0 0 k g/tt 
t L. j±*ilfi^ff^i-^ C fcic J: ») . mm 4 2 0 m g tfO^IPJ^Mji L r-c 



fb^^l^ A 2 0 m g 
.t;'Jx^U>^^^t-fK(Polyox 303:ra. w. 7007j) 200mg 

4< U > r 'J 3 - (PEG6 0 0 0 ;m. w. 8000) 200mg 

If 4 2 0 m g 



[0108] 

mm.m4 i:^ :y 9 - ') - ^ ifi^ L ^^ H a r ff^^-tttHSiJ ) 

tz. mm\^rz\^^m^-k^\z^m\^ . -t -i >i-yv 7.rj^m\zxm.%9 . 5 mmX9. s 

R<?>t¥^fflv^. fT^JI 1 0 0 0 k g/t^i: L. BE^fi^ff^i"^ Zh\z^^ . S«4 20mg 



fk^l^A 2 0 m g 

vt;';x^U>;i-dr-*t-fK(Polyox 303;m. w. 7007j) 150mg 

;^ .t* ^ tr ^1. .t^ M V — ( — >t: -f. — 'I 0 7 1 P ) 5 0 m g 

if^ az^ V y r u — )\. (PEG6 0 0 0 : in. w. 8000) 200mg 

H- 4 2 0 m g 



[01091 

^"ymmLtz. mmLtz'i^^m-m-k^\z^ic%L . ^ y.r\^mzxm.%9 . 5 mm 

X9. 5Rc7)t^^fflv^. JT^JI 1 0 0 0 k g/tt i: L . S.mf^W^-t ^ Zh\z^*) . fi«4 
2 0m g <7)^iiJ^iS13H L/ho 



If 



^ V 111 e 

4 0 0 m g 
4 2 0 m g 



[01101 

H 6 . 8 ) 500niL^fflv^. >- > ^ - li it . K ^HhI^jSJ^ 2 0 0 r p mT'MM L 



[0111] 

mitmrnms \zitL . ^ hizm^trz. it'^mAitum^m^X'$>*). ^ h\z^(r>^^n 

\znif-'^n>^n^-\k.n>t-htii^nm.wk-\k.m'^-^^'t htz^. Ms^i&^^T-^ ^ :*->'i4c^5^^ 

5 -b^U^ff^fi^-tS i: %;c'btl-5, \^tzh^\^. fb^^l^ A i: Ix Wm?^ ^ * "F - :f > 'I4<?> ^ 
't? > 5^ - vt; ^ - ( ^ ;u .t* ^ ^^ — * 'J V - ) ^ ^^^D C t ic J: »5 . 5 -b ^® <75 

-l"? 2 -f-^ 2 4 It FbIIc M -5 ) *iJPHrft|T*> . WO 9 4 0 6 4 1 4 . US 6 4 3 6 4 4 1 . US2 0 0 3 0 2 0 3 0 2 

4. ^^vMiWO 2 0 0 3/0 4 1 6 5 6 #lciet5^^nTv^^ ck 7 IC. ^^ H a r ^i. ff^;^^ ^T<^@e^» 

l.M±J: ») . ^ K xiYfV-r? V 'f V ^ X<7>3iffl^fe^VMJ;^t'> 5^ - d< ^-cT^BC^lC J; ») fb 

1^A^^]Kft:T-§ -set tlfc, 

[[3ffl<7)ffi^'5rl5iB^] 
[0112] 

[0 1] m^Umz . ll]5fefJ4. vl^t^ttlJlJiJ 2 <7)-saiMM*S*^^ L/zlIlT-*>^, 



I w ;w tn i uy uu 

in 1 ] 
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